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Supplementary Figure 1: Model.  
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Supplementary Figure 4 : The activation of Notch and !-Catenin do not decrease ROS levels. a, 
Active Notch does not affect ROS, as determined by DCF oxidation. R26-LSL-NIC MEFs were infected 
with Ad-mock and Ad-cre and assayed for DCF after 4 days. b-c, Active !-catenin does not decrease ROS 
levels or affect Nrf2 activity. b, Deletion of APC induces accumulation of !-catenin. APCfl/fl MEFs were 
infected with Ad-mock (APCfl/fl) or Ad-cre (APC "/") and immunoblotted for !-catenin after 4 days. 
Deletion of APC was verified by taqman gene expression assays. c, ROS levels 4 days after adenoviral 
infection, as determined by DCF oxidation. Results are representative of three independently performed 
experiments. 



Supplementary Figure 5: Ectopic and endogenous expression of K-RasG12D and ectopic H-RasV12, 
but not Notch1 or !-Catenin, induces expression of Nrf2 and its target genes. a, Activation of an 
antioxidant response element reporter following expression of K-RasG12D, which is Nrf2 dependent. MEFs 
were infected with lentiviruses encoding ARE-luciferase, harvested, and assayed for luciferase activity. 
MEFs lacking the reporter (neg) were included as controls. b, Western blot of Nrf2 and Nrf2 target genes 
following expression of endogenous K-RasG12D. c, Determination of Nrf2 expression and activity following 
endogenous K-RasG12D expression in p53-/- MEFs. d, Nrf2 and target gene expression following ectopic 
K-RasG12D expression in primary MEFs. e, Nrf2 and target gene expression following ectopic H-RasV12 
expression in primary MEFs. f, Analysis of Notch activity and antioxidant gene expression following 
expression of NotchIC. R26-LSL- NIC MEFs were infected with Ad-mock or Ad-cre and assayed for gene 
expression after 4 days. g, Analysis of antioxidant gene expression following deletion of APC. APC fl/fl 
MEFs were infected with Ad-mock or Ad-cre and assayed for gene expression after 4 days. Gene 
expression was determined with taqman gene expression assays, and normalized to the expression of 
actin.  
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Supplementary Figure 8: Jun and Myc bind directly to the Nrf2 promoter. a, ChIP-seq data from the 
ENCODE Consortium demonstrates Myc binding to the Nrf2 promoter. Myc binding occurs at the 
transcriptional start site in exon1 of Nrf2 and overlaps with sites of RNA pol II binding. b, ChIP-seq data from 
the ENCODE Consortium demonstrates Jun binding to the Nrf2 promoter. Jun binding occurs at the 
transcriptional start site in exon1 of Nrf2 and overlaps with RNA pol II binding. Black bars denote positive 
signal above background."
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